Abstract
43
In this short review, we will describe the research that has been carried out in our group for itself. Secondly, the most promising candidates were used for the synthesis of polyvalent 58 constructs, mostly based on dendrimers or dendron scaffolds. The effect of the dendrimers 59 valency, structure and size on DC-SIGN affinity and antiviral potency has been investigated.
60
For this endeavour we have used both real dendrimers/dendrons and dendrimer-inspired 
101
Notably, the density of sugar residues, the topology of presentation and the orientation have initial experiments was largely determined by a clustering mechanism in solution ( Figure 3c ).
138
In other words, the two mannose units at both ends of 2 are able to interact simultaneously and triazole connectors. In a convergent approach, the trivalent dendrons 9, bearing an azido 183 group at the focal point, were used to build higher valency constructs (6-, 9-, 12-and 18-184 valent 12.9, 13.9, 10.9 and 11.9) by combination with either the divalent, tetravalent or 185 hexavalent scaffolds 12, 13, 10 and 11 ( Figure 6 ). CuAAC allowed a full control over the 186 targeted structure: all products were characterized by NMR spectroscopy and MALDI-MS 187 analysis, and were stable for months in water solution.
188
Compounds affinity for DC-SIGN was evaluated through SPR inhibition assays and the Figure 8 . rod, suggesting that the chelation mechanism may become increasingly accessible.
251
For the hexavalent derivatives of 3 a more sensitive cellular HIV infection study was internalized by DCs already after 10 min of incubation at room temperature, but not at 4 °C,
309
an indication that uptake occurs through an energy-dependent mechanism, such as the 310 receptor-mediated one.
311
Finally, confocal images with fluorescent tracers used to mark specific sub-cellular organelles 312 revealed that 16.9.3 is internalized mainly to lysosomes and that it also transits through and among each dendrimer sub-class, the activity generally increased by increasing the valency.
329
The size of the dendrimers was finally tuned using rigid rod-like cores of controlled length, in 180x97mm (300 x 300 DPI)
